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Diagnostics
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Classified and unclassified variants

• Three different categories, i.e. pathogenic, benign and 

unclassified variants

• Focus on causal variants for a specific disorder (ESHG)

• If a causal variant cannot be detected then a wider

analysis may be considered (ESHG)

• Communication of unclassified variants?

o From lab to clinician?

o From clinician to patient?



Mutation databases

• Importance of locus-specific databases with information 

about the clinical interpretation of the databases

• Importance that all laboratories have a policy of submitting

all variants to such databases



Is there a duty to follow up and to recontact?

• Duty of care?

• General consensus: “a general duty of recontact patients 

cannot be maintained” (ESHG)

o Too burdensome

o Not proportional

o Patients who are discharged from care should know that 

they have the responsibility to recontact physicians for 

eventual follow-up

• Recontact in exceptional situations

• Communications through patient organisations, websites, 

forums, news...



Incidental findings



Parallel to other incidental findings

• “This incorrectly assumes that analysis of clinically 

beneficial incidental findings is a discrete test requiring 

separate consent, whereas in reality it is integral to the 

primary interrogation.” (McGuire 2013)

• Needs additional operations and analysis (Burke 2013)

• Risk of disease versus disease process (PHG 2013)



Terminology

• incidental findings, 

• unsolicited variants, 

• unanticipated results, 

• secondary variants, 

• unexpected or off-target results, 

• unsought results, or unrelated findings

• non-incidental secondary findings, 

• serendipitous or iatrogenic findings 

• “unsolicited finding to mean a result found during research 

or clinical testing that is beyond the aims of the study, or 

the original reason to conduct clinical testing.” 



ESHG

• “it is preferable to use a targeted approach first in order to 

avoid unsolicited findings or findings that cannot be 

interpreted.”

• Filtering



ESHG

• “Guidelines for informed consent regarding diagnostic 

testing need to be developed. Patients’ claims to a right 

not to know do not automatically over-ride professional 

responsibilities when the patient’s own health or that 

of his or her close relatives are at stake. Patient groups 

could provide important input into how this should be

handled.”



ESHG

• “Whenever the use of these techniques is considered, a 

protocol has to be in place to give guidance on the 

reporting of unsolicited findings. If the detection of an 

unsolicited genetic variant is indicative of serious health 

problems (either in the person tested or his or her 

close relatives) that allow for treatment or prevention, 

in principle, a health-care professional should report such 

genetic variants.”
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ACMG recommendation



Is this screening?

• “In reality, seeking and reporting of incidental findings 

represents a form of ‘opportunistic screening’” (ACMG 

guideline)



ACMG recommendations

• The ACMG argues that laboratories have a fiduciary duty 

to seek and return such results for the 57 genes on its list 

to all patients, regardless of patient preferences or age.

• “disorders where preventative measures and/or 

treatments were available and disorders in which 

individuals with pathogenic mutations might be 

asymptomatic for long periods of time”

• Variants “that meet criteria for reporting as 

pathogenic” (i.e. recognized cause of disorder; or 

expected to cause the disorder)

• “actively search for the specified types of mutations in the 

specified genes listed in these recommendations”

• No opt out



Statement 1. Professional obligation

• “The recommendations essentially argue that laboratory 

personnel have a professional obligation to conduct a 

comprehensive evaluation of available test results to 

identify such clinically significant findings.” (McGuire 2013)



Critique 1: Professional obligation?

• ‘serious’ threat?

• ‘urgency of the need to disclose’?

• Childhood-onset conditions > adult-onset conditions?

• Certainty or Risk 



Statement 2: Clinical utility of “hunting”

• include only “unequivocally pathogenic mutations in genes 

where pathogenic variants lead to disease with very high 

probability and where evidence strongly supports the 

benefits of early intervention.” (McGuire et al. 2013)



Critique 2: Clinical utility of “hunting”

• “insufficient evidence about benefits, risks and costs of 

disclosing incendental findings to make evidence-based 

recommendations” (ACMG guideline)

• Meaning in low risk group of pathogenic mutations?

• “The treshhold for determining which results should be 

returned to individuals seeking screening should be set 

significantly higher than that set for diagnostic testing due 

to the much lower a priori chance of disease in such 

individuals.” (ACMG 2012)



Statement 3: Patient preferences

• Patient can’t opt out as to whether or not to receive the 

minimum list of incidental findings 

• “patients have the right to decline clinical sequencing 

if they judge the risks of possible discovery of incidental 

findings to outweigh the benefits of testing.” (ACMG 

guideline)



Critique 3: Patient preferences?

• “Patients should be given the option of not 

receiving...secondary findings.” (ACMG 2012)

• Violation of patient autonomy with regard to return of 

results (there is no opt out)

• Patients might refuse testing overall

• Concern of liability

• Patient experiences and interests







Redenen waarom informatie niet wordt doorgegeven

o Geen nauwe relatie

o Verlangen om familieleden te beschermen tegen ‘slecht nieuws’

o Perceptie van laag risico (ongetrouwd, kinderloos, geen plannen 

voor kinderen…)

o Familievetes

o Betrokkene is te jong

o Veronderstelling dat anderen de informatie reeds hebben gegeven

o Negatieve houding ten opzichte van zwangerschapsafbreking

o Taboe

o Schuldgevoelens

o Angst (bvb. Boodschapper van slecht nieuws)

o Vrees voor negatieve impact (bvb. op huwelijk)



Redenen waarom informatie wel wordt doorgegeven:

o Morele verplichting

o Reproductieve risico’s

o Nauwe banden

o Verantwoordelijkheid tegenover jongere generaties

o In sommige gevallen medisch voordeel



Beroepsgeheim

Doorschuiven van verantwoordelijkheid naar familieleden

o ‘familiebrieven’

• Gegronde reden om beroepsgeheim te doorbreken?

1) Alles is geprobeerd om toestemming van de patiënt te krijgen?

2) Ernstige schade voor een ander bij handhaving geheim

3) Arts verkeert in gewetensnood door handhaving van het geheim

4) Er is geen andere weg om het probleem op te lossen dan het doorbreken 

van het geheim

5) Schade aan de ander kan vrijwel zeker voorkomen worden of beperkt door 

het doorbreken van het geheim

6) Het geheim wordt zo min mogelijk geschonden?



Beroepsgeheim doorbreken

• Australië:

“to permit a health professional to disclose genetic

information about his or her patient to genetic relative of 

that patient where the disclosure is necessary to lessen or

prevent a serious threat to an individual’s life, health or

safety, even where the threat is not imminent.”



Beroepsgeheim doorbreken
• Australië: voorwaarden

1) Voorafgaand informeren van de patiënt dat informatie 

relevant kan zijn voor de familieleden van de patiënt en 

dat zorgverleners deze kunnen meedelen

2) Redelijke stappen om patiënt te overtuigen

3) Niet om het even welke arts kan deze familieleden 

contacteren

4) Overleg met collega’s over doorbreken van 

beroepsgeheim

5) Informatie beperken tot strikt noodzakelijke en identificatie 

van patiënt vermijden, net als het feit dat deze de 

informatie weigerde te geven

6) Beperking tot derdegraadsverwanten



Genomics during the lifecycle

Neonatal Preconceptional Prenatal During life
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